cancer and the induction of ovulation, two new cases of patients who had developed ovarian cancer after treatment are This patient had her first pregnancy in 1992 after a 2 year In order to contribute to the limited literature on this period of infertility. She had no family history of cancer. The important issue, two cases of ovarian cancer in women pregnancy was obtained during the first cycle of ovulation who had multiple ovulation induction are presented here.
six cycles of stimulation by clomiphene citrate. The patient had normal ovulatory cycles. Hysterosalpingography revealed a total septate uterus. The septum was removed in October 1994 by hysteroscopy under laparoscopic control. Abdominal exploration was absolutely negative. Both ovaries were normal.
The spermiogram revealed oligo-asthenoteratozoospermia according to the World Health Organization (WHO, 1992) . The post-coital test was negative. Ovulation induction was then instigated, together with intrauterine insemination. At the beginning of the first cycle, ultrasonographic examination revealed a septate ovarian cyst 9 cm in diameter. The patient was treated with oestro-progestagens (Stediril ® ; Wyeth, Paris, France) for 1 month. A second laparoscopy was performed on April 10, 1995. During the laparoscopy, the cyst was removed. On gross examination, a multicystic tumour of 7 cm with endophytic papillae was noted. Microscopic examination revealed an intestinal-type mucinous borderline tumour with small carcinomatous foci (Figure 3 ). The cysts contained papillae covered by columnar, mucin-containing cells, frequently stratified into two or three layers (Figure 4a ). In carcinomatous foci, neoplastic cells were extensively stratified with highly atypical nuclei (Figure 4b ). Stromal invasion with desmoplastic stromal response was noted. To maintain fertility, a laparotomy was performed 1 month later. The right ovary and the omentum major were removed and contralateral ovarian biopsies and peritoneal biopsies were carried out. Histological examination led to the conclusion that there was no residual tumour tissue. It was a stage 1 disease. No additional treatment was judged to be necessary. Twelve natural cycles of intrauter- 
Discussion
Ovarian cancer is estimated to affect 7.3-13 women per disease (Langley and Fox, 1987 ). This ovarian tumour was 100 000 (Weiss et al., 1977) . Anovulation was not the reason further treated by chemotherapy.
for infertility in either of these two patients. However, infertility does seem to increase the risk of ovarian cancer. Transformation Case 2 into a cancer is multi-factorial (Barber, 1982) . Many factors (Cramer et al., 1983; Heintz et al., 1985) in A 29 year old patient was referred to our infertility centre for primary infertility of 3 years duration. She had already had cancerous transformation have been identified. They can be the clinical appearance of a pre-existing tumour. It is easy to imagine that ovulation inducers caused a quiescent stage I tumour to develop into a stage 1C disease. In this hypothesis, inducing ovulation would not increase the risk of ovarian cancer but would make it appear more rapidly. Epidemiological studies are needed to confirm or reject this hypothesis. Another point of discussion relevant to case 1 is the surgical procedure. Is laparoscopy reliable for establishing the suspicion of malignancy for an ovarian tumour? Several teams have demonstrated on the basis of large studies that laparoscopy is a reliable technique for the diagnosis of malignancy in ovarian lesions. The risk of a false negative diagnosis is not specific to endoscopic investigation, but has also been reported with laparotomy (Chapron et al., 1996) . However, the rate of discovery of an ovarian cancer in patients treated for infertility is extremely low. Laparoscopy is the gold standard method to explore ovarian lesions in such patients (Chapron et al., 1996) . Our second case did not permit the deduction of a relationship between ovarian induction and cancer. The presence of a persistent ovarian cyst would seem to indicate that exploration is essential before treatment. This is particularly obvious in the case of suspicious ultrasonographic findings. This case shows that ultrasonography is useful before all ovulation induction treatments, particularly when sequencing ovulation induction cycles. Goldberg and Runowicz (1992) believe that the discovery of a benign mucinous cystadenoma or a borderline tumour enables early surgical exploration and stops the natural progression towards disseminated cancer. One of our cystadenoma of borderline malignancy. Our case 1 observation is quite different. It shows that every time an ovarian cyst is discovered before ovulation induction treatment, it has to be classified as genetic (Fatthala, 1971; Lynch et al., 1978) , environmental (Arlow et al., 1988) and hormonal (Graham considered as suspicious. It needs histological examination before starting any treatment. These two observations are very and Graham, 1967) . Infertility could also increase the risk of ovarian cancer. Whittemore et al. (1992a,b,c ) demonstrated a different from those presented by Grimbizis et al. (1995) because our two cases are real ovarian cancer and not only relationship between infertility treatment and the risk of inducing ovarian cancer. According to Whittemore et al. borderline tumours. Tarlatzsis et al. (1995) recently reported a meta-analysis of all the ovarian tumours related to infertility (1992a,b,c), the risk is multiplied by 2.8 in women undergoing treatment and by 27 in women undergoing treatment without history in the literature: 30 epithelial tumours were collected, and 50% of these were tumours of borderline malignancy. The success. However, the main limitation of the Whittemore study concerned the drugs (Mouzon et al., 1993) . The type, the mean age at diagnosis of borderline tumours ranged from 39 to 45 years,~10 years earlier than the mean range at diagnosis dosage and duration of treatment are not known. In a case control study, Rossing et al. (1994) showed a link between of malignant epithelial tumours. Arlow et al. (1988) had reported that infertility but not nulliparity is associated with treatment with clomiphene citrate for over 12 months and an increased risk of ovarian cancer.
an increased incidence of borderline tumours. Harris et al. (1992) also reported that the risk of borderline tumours is The latency phase in both cases (i.e. the period of time between the first stimulation by clomiphene and the diagnosis higher than for invasive ones in women with a history of infertility. Thus, as Tarlatzis et al. (1995) observed, it seems of ovarian cancer) is too short to establish any relationship between induction of ovulation and cancer. Both observations that ovarian epithelial borderline tumours in their early preclinical stage may interfere with fertility. This is further supported show that great care must be taken if an ovarian cyst is discovered before or during ovulation induction (Lopes et al., by the achievement of pregnancy spontaneously or with medical assistance in some patients after removal of their 1992; Jamet et al., 1996) .
In the first case, a persistent cyst had to be removed before tumour (Burger et al., 1993; Grimbizis et al., 1995) . This point of view cannot be reliable for invasive tumours as in our treatment despite histological examination. It is possible that repeated ovarian stimulation expedited the development and two cases.
